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DETAILED ACTION 

Continued Examination Under 37 CFR 1.114 

A request for continued examination under 37 CFR 1.1 14, including the fee set forth in 
37 CFR 1 .17(e), was filed in this application after final rejection. Since this application is 
eligible for continued examination under 37 CFR 1.1 14, and the fee set forth in 37 CFR 1.17(e) 
has been timely paid, the finality of the previous Office action has been withdrawn pursuant to 
37 CFR 1.1 14. Applicant's submission filed on 4/8/08 has been entered. 

Applicant's arguments filed 4/8/08 have been fully considered but they are not 
persuasive. 

Claims 29-34 have been newly added. 

The rejection of claims 1-2 and 6-9 under 35 U.S.C. 102(b) as being anticipated by 
Hartmann et al. ( Proceedings of the National Academy of Sciences USA , Vol. 89, pages 1 1574- 
1 1578, December 1992) is withdrawn in view of the amendments to the claims. 

Election/Restrictions 

Claims 10-28 remain withdrawn from further consideration pursuant to 37 CFR 1.142(b) 
as being drawn to a nonelected invention, there being no allowable generic or linking claim. 
Election was made without traverse in the reply filed on 12/1 1/06. 

Claim Rejections - 35 USC § 112 

The following is a quotation of the first paragraph of 35 U.S.C. 112: 

The specification shall contain a written description of the invention, and of the manner and process of making 
and using it, in such full, clear, concise, and exact terms as to enable any person skilled in the art to which it 
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pertains, or with which it is most nearly connected, to make and use the same and shall set forth the best mode 
contemplated by the inventor of carrying out his invention. 

Claims 1-2, 4, 6-9, and 29-34 are rejected under 35 U.S.C. 1 12, first paragraph, as failing 
to comply with the written description requirement. The claim(s) contains subject matter which 
was not described in the specification in such a way as to reasonably convey to one skilled in the 
relevant art that the inventor(s), at the time the application was filed, had possession of the 
claimed invention. This is a new matter rejection. 

Claim 1 has been amended to recite "wherein the amino acid modification is a 
substitution of amino acid Arg424." No basis is seen for this generic concept. Page 9, lines 1-2, 
discloses substitution of Arg424 with a non-basic amino acid but not with any amino acid as is 
presently claimed. 

New claim 29 is directed to a variant HGF protein comprising a finger domain, a Kringle 

1 domain, a Kringle 2 domain, a Kringle 3 domain, a Kringle 4 domain, and a serine protease 

domain. Basis is stated to be at page 7. The relevant part of page 7 is as follows: 

As used herein, the terms "hepatocyte growth factor", "HGF" and "huHGF" refer to a 
(human) growth factor capable of specific binding to a receptor of wild-type (human) HGF, 
which growth factor typically has a structure with six domains (finger, Kringle 1, Kringle 2, 
Kringle 3, Kringle 4 and serine protease domains), but nonetheless may have fewer domains or 
may have some of its domains repeated if it still retains its qualitative HGF receptor binding 
ability. This definition specifically includes the delta5 huHGF as disclosed by Seki et al, 
Biochem. Biophys. Res. Commun., 172:321-327 (1990). For example, these terms refer, unless 
specifically or contextually indicated otherwise, to any native or variant (whether native or 
synthetic) HGF polypeptide that is capable of activating the HGF/c-met signaling pathway under 
conditions that permit such process to occur. The terms"hepatocyte growth factor" and "HGF" 
also include hepatocyte growth factor from any non-human animal species, and in particular rat 
HGF. 

The terms "wild-type human hepatocyte growth factor", "native human hepatocyte 
growth factor", "wild-type huHGF", and "native huHGF" refer to native sequence human HGF 
such as that encoded by the cDNA sequence published by Miyazawa, et al, Biochem. Biophys. 
Res. Comm. (1989), 163:967-973, or Nakamura et al., Nature (1989), 342:440-443... 
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This section does not provide support for the variant HGF of claim 29. This section does 
not disclose modifications to any cleavage sites. Furthermore, it cannot be determined from the 
claim or this portion of the specification what structure or sequence delineates each of the 
domain structures or whether modification (including deletion of some or all of the domains) 
within the HGF variant is permitted. For example, it cannot be determined what amino acids 
from the human HGF protein of Miyazawa et al. are required to be present to meet the 
limitations of the claim. This claim is not considered to be directed to a complete (whether full 
length or mature, pre, pre-pro, or pro form) wild-type or native hepatocyte growth factor wherein 
the cleavage sites at Arg424-His425 and/or Arg 494-Val495 are modified by substitution of non- 
basic amino acids to prevent cleavage. The claim is silent as to the ability to specifically bind to 
a receptor of wild-type HGF and/or activate the HGF/c-met signaling pathway which forms part 
of the specification definition. 

New claims 29-34 also recite "corresponding to cleavage site Arg 494-His495." No basis 
is seen for this cleavage site. 

New claim 34 recites wherein the variant HGF comprises a heterodimer. The variant of 
claim 29 results in a single chain HGF variant that cannot be cleaved. Sec at least page 4, lines 
6-11. As such, no basis is seen for this claim. 

The following is a quotation of the second paragraph of 35 U.S.C. 1 12: 

The specification shall conclude with one or more claims particularly pointing out and distinctly claiming the 
subject matter which the applicant regards as his invention. 
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Claims 1-9, 30 and 32 are rejected under 35 U.S.C. 1 12, second paragraph, as being 
indefinite for failing to particularly point out and distinctly claim the subject matter which 
applicant regards as the invention. 

Claim 1 has been amended to recite "numbered according to the sequence of human HGF 
including the signal sequence." This identifies the numbered positions recited in the claim as 
argued in the response. However, claim 1 remains directed to a variant HGF protein 
"comprising an amino acid modification." That is, the claim as written does not require any 
particular portion of human HGF that must be present or retained. The claims do not set forth a 
required base structure for the variant. The only limitation is the absence of a cleavage site. The 
claims are confusing in failing to indicate what structure is present and only indicating what 
structure is absent. Applicant's arguments are unpersuasive. The claims are not limited to 
modifying the human HGF sequence of Miyazawa et al. The recitation of amino acid position 
424 does nor require the presence of 424 or more amino acids. 

Claim 30 is confusing because it does not appear to further limit the subject matter of 
claim 29. The second amino acid modification recited in this claim appears to be present in 
claim 29 already. Clarification is requested. 

Conclusion 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Marianne P. Allen whose telephone number is 571-272-0712. 
The examiner can normally be reached on Monday-Friday, 5:30 am - 2:00 pm. 
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If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Manjunath N. Rao can be reached on 571-272-0939. The fax phone number for the 
organization where this application or proceeding is assigned is 571-273-8300. 

Information regarding the status of an application may be obtained from the Patent 
Application Information Retrieval (PAIR) system. Status information for published applications 
may be obtained from either Private PAIR or Public PAIR. Status information for unpublished 
applications is available through Private PAIR only. For more information about the PAIR 
system, see http://pair-direct.uspto.gov. Should you have questions on access to the Private PAIR 
system, contact the Electronic Business Center (EBC) at 866-217-9197 (toll-free). If you would 
like assistance from a USPTO Customer Service Representative or access to the automated 
information system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 

/Marianne P. Allen/ 

Primary Examiner, Art Unit 1647 

mpa 



